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Dear Editor, 
We read with great interest the article “A stepwise approach 

to fine needle aspiration cytology of lymph nodes” by Chong et 
al. [1], recently published in J Pathol Transl Med. The Authors 
proposed a morphological stepwise algorithm, separate but com-
plementary to the Sydney system, for the cytological diagnosis 
of lymphadenopathies [2]. In the proposed algorithm the basic 
diagnostic criteria are structured in a stepwise approach for cy-
tological diagnosis of adenopathy. Regarding the diagnostic clas-
sification the Authors basically agree with the Sydney system [2] 
but they state that “…the epithelial or lymphomatous nature of the 
lesion is not clearly separated into different categories and is not empha-
sized due to the ambiguity of the lymph node features on FNAC. In 
other words, even though a diagnosis was made on a certain case using 
the Sydney system, it is still unclear whether the case is lymphoid or met-
astatic.” We disagree with this observation because when a case 
is atypical, suspicious, or malignant, the Sydney System strongly 
encourages to report the nature (lymphoid/metastatic) of the no-
sologic entity. This is also in keeping with clinical practice, since 
no hematocytopathologist would ever omit such information 
from a report. Even in cases in which the cytomorphology is in-
sufficient to distinguish between a lymphoid or metastatic ma-
lignancy, a comment will be added to state this.

One additional important point is that the stepwise system 
proposed by the authors is purely morphological and does not 
consider ancillary techniques. While the two-level structure of 
the Sydney System was intentionally conceived to be applicable 
even in settings where ancillary testing is unavailable, it is im-
portant to note that cytopathologists should strive to perform 

ancillary techniques whenever possible, for three reasons. First, it 
helps limit atypical and suspicious cases and categorize them in 
a definite category instead (benign or malignant) [3]. Second, it 
helps to further subclassify the nosological process responsible 
for the lymphadenopathy (e.g., “malignant, lymphoma” can be-
come “malignant, follicular B-cell lymphoma” after flow cytom-
etry; “malignant, metastasis” can become “malignant, breast 
cancer metastasis” after immunocytochemistry; and “benign, 
granulomatous” can become “benign, tuberculous lymphade-
nopathy” after polymerase chain reaction). Third, in some cases a 
fully actionable diagnosis, including prognostic and predictive 
biomarkers, can be performed on lymph node fine needle aspira-
tion cytology (LN-FNAC). For example, after harvesting non–
small-cell lung cancer material from a nodal metastasis, it is pos-
sible to employ cytologic material to guide targeted therapy [4].

In fact, the relatively high risk of malignancy (ROM) regis-
tered for the category atypical (atypical, undermined signifi-
cance–atypical lymphoid uncertain significance, AUS-ALUS) 
by Gupta et al. [5] was the highest among similar series which 
applied the Sydney System to LN-FNAC [3], mainly because no 
ancillary techniques were utilized. This high ROM was foreseen 
by the authors of the Sydney System because some differential 
diagnoses, such as that between florid reactive hyperplasia and 
follicular lymphoma or other low-grade non-Hodgkin lympho-
ma, can be difficult or almost impossible using only cytomorpho-
logical criteria (Fig. 1). This differential diagnosis by FNAC, 
other than in lymphadenopathies, is crucial in extranodal lym-
phoproliferative processes in which diagnostic excision or invasive 
biopsies might be useless or even harmful [6,7]. Focusing on the 
proposed algorithm, we do not believe that only cytomorphologi-
cal criteria will reduce the incidence of this diagnostic category 
and its ROM. On the other hand, ancillary techniques (flow cy-
tometry, immunohistochemistry or molecular testing) combined 
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with clinical data and cytological features, can discriminate these 
entities in many cases. For this reason, the Sydney System [2] 
strongly suggests the application of ancillary techniques in these 
cases because cytological criteria alone cannot discriminate be-
tween entities included with similar cytological patterns. More-
over, repetition of LN-FNAC in AUS-ALUS cases, after six-eight 
weeks may show dramatically changed cytological features in 
case of reactive hyperplasia. The authors [1] also state that “the 
L3 category, which includes AUS and ALUS, is a good example. It is 
often quite challenging to discriminate a certain lesion as lymphoid or 
epithelial in origin” and that the Sydney System includes “cases in 
which the FNAC features favor certain diseases, the cases should be de-
scribed specifically as “AUS, favor poorly differentiated carcinoma,” 
This sentence is not reported in the Sydney system text in which 
suspicious lymphoma and metastases are included in the cate-
gory suspicious, which has a higher ROM and different clinical 
implications than the atypical category. Regarding some specif-
ic entities (progressive transformation of germinal centers, Ki-
kuchi-Fujimoto disease, Rosai-Dorfman disease, or others) there 
is relatively little FNAC experience on their cytological features 
and few case reports or small series are available in the literature 
to foresee their diagnostic category (AUS-ALUS or suspicious) 
and corresponding ROM. We are aware that the ROM of diag-
nostic categories largely depends on technical issues, different 
clinical contexts, local epidemiology, and on the reproducibility 
of diagnostic criteria. For this purpose, a recent experience on 
LN-FNAC digital slides has been performed producing quite en-
couraging results [8]. In conclusion we think that the algorithm 
proposed by Chong et al. [1] matches with the Sydney system 
which will be reproduced in five diagnostic categories and two 

diagnostic levels also by the near to be published WHO Reporting 
System for Lymph Node, Spleen, and Thymus Cytopathology.
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A B C

Fig. 1. Three cases of atypical lymphoid cells solved by ancillary techniques. (A) Cervical lymph node fine needle aspiration cytology (LN-
FNAC) in a 38-year-old woman. (B) Axillary LN-FNAC in a 62-year-old woman. (C) Cervical lymph node FNAC in a 28-year-old man. Cases A 
and C were found to be polyclonal on flow cytometry; additionally, in case C, Epstein-Barr virus (EBV)–encoded RNA stain positivity demon-
strated EBV infection. Both the lymph nodes shrunk at follow-up. In case B, flow cytometry showed kappa light chain restriction and CD5/
CD19 co-expression. Cytological and phenotypical features were indicative of a diffuse, small lymphocytic lymphoma. Histological control 
demonstrated a small lymphocytic lymphoma/chronic lymphocytic leukemia (A–C, Diff-Quik stain).
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